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according to Article 18. A copy is being transmitted to the International Bureau. 

This inte rnati onal search report consists of a total of sheets, 

A It l& a * so accompanied by a copy of each prior art document cited in this report. 



Basis of the Report 

a. With regard to the language, the international search was carried out on the basis of the international application in the 
language in which it was filed, unless otherwise indicated under this item. 



□ 



the international search was carried out on the basis of a translation of the international application furnished to this 
Authority (Rule 23.1(b)). 

With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the international 
search was carried out on the basis of the sequence listing: 

contained in the international application in written form. 

filed together with the international application in computer readable form, 

furnished subsequently to this Authority in written form. 

furnished subsequently to this Authority in computer readable form, 

the statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 
international application as filed has been furnished. 

the statement that the information recorded in computer readable form is identical to the written sequence listing has 
been furnished. 

□ 
□ 

With regard to the title, 

CX] the text is approved as submitted by the applicant. 
1 1 the text has been established by this Authority to read as follows: 



□ 
□ 
□ 

□ 



Certain claims were found unsearchable (See Box I) , 
Unity of invention is lacking (See Box II) . 



With regard to the abstract, 

[X] the text is approved as submitted by the applicant. 

I 1 the text has been established, according to Ruie 38.2(b), by this Authority as it appears in Box III. The applicant, may, 
within one month from the date of mailing of this international search report, submit comments to this Authority. 



The figure of the drawings to be published with the abstract is Figure No. 

1 | as suggested by the applicant. /K^ 

1 1 because the applicant failed to suggest a figure. 

1 j because this figure better characterizes the invention. 



None of the figures 



Form PCT/ISA/210 (first sheet) (July 1998) 



INTERNATIONAL SEARCH REPORT 



International application No. 
PCT/US02/36036 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC(7) : C12P 21/08; C07K 16/00; A61K 39/00, 39/385 

US CL : 530/387.3, 388.7; 424/192.1, 193,1 
According to International Patent Classification (IPC) or to both national classification and IPC 

B. FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 530/387.3, 388.7; 424/192.1, 193.1 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and, where practicable, search terms used) 
WEST, MEDLINE, CAPLUS, SCISEARCH, BIOSIS, EMBASE 



C. 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Y 
Y 



APOSTOLOPOULOS, V., et ah , Ex vivo targeting of the macrophage mannose receptor 
generates anti-tumor CTL responses. Vaccine. 15 July 2000, Vol. 18, No, 27, pages 174- 
184, see entire document. 

WALLACE, P.K., et al., Exogenous antigen targeted to FcgammaRI on myeloid cells is 
presented in association with MHC class I.J. Immunol. Methods. February 2001, Vol. 284, 
No. 1-2, pages 183-194, see entire document. 

NOURI-SHIRAZI, M., et ai., Dendritic Cells Capture Killed Tumor Cells and Present 
Their Antigens to Elicit Tumor-Specific immune Responses. J. Immunol., 2000, Vol. 165, 
pages 3797-3803, see entire document. 

YOU, Z., et ai., Targeting Dendritic Cells to Enhance DNA Vaccine Potency. Cancer Res. 
01 May 2001, Vol. 61, pages 3704-3711, see entire document. 

BERARD, F., et ai., Cross-Priming of Naive CD8 T Cells against Melanoma Antigens 
Using Dendritic Cells Loaded with Killed Allogeneic Melanoma Cells. J. Exp. Med. 04 
December 2000, Vol. 192, No. 11, pages 1535-1543, see entire document. 



1-17 
147 
1-17 

1-17 

1-17 



Further documents are listed in the continuation of Box C. 



□ 



See patent family annex. 



* Special categories of cited documents: 

"A" document defining the general slate of die art which is not considered to be 
of particular relevance 

"E" earlier application or patent published on or after the international filing date 

" L" document which may throw doubts on priority claim(s) or which is cited to 
establish the publication date of another citation or other special reason (as 
specified) 

"O" document referring to an oral disclosure, use, exhibition or other means 

"P" document published prior to the international filing date but later than the 
priority date claimed 



"T" later document published after the international filing date or priority 

date and not in conflict with the application but cited to understand the 
principle or theory underlying the invention 

"X" document of particular relevance; the claimed invention cannot be 

considered novel or cannot be considered to involve an inventive step 
when the document is taken alone 

" Y" document of particular relevance; the claimed invention cannot be 

considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

"&." document member of the same patent family 



Date of the actual completion of the international search 
05 August 2003 (05.08.2003) 


Date of mailing of the international search report 

14 OCT 2003 


Name and mailing address of the ISA/US 
Mail Stop PCX, Attn: ISA/US 

Commissioner for Patents / 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Facsimile No. (703)305-3230 


Telephone No. 703-308-0196 



Form PCT/ISA/210 (second sheet) (July 1998) 



NOTES TO FORM PCT/lSA/220 



These Notes are intended to give the basic instructions concerning the filing of amendments under Article 19. The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative 
Instructions under that Treaty, in case of discrepancy between these Notes and those requirements, the latter are 
applicable. For more detailed information, see also the PCT Applicant's Guide, a publication of WIPO. 

In these Notes, "Article," "Rule" and "Section" refer to the provisions of the PCT. the PCT Regulations and the PCT 
Administrative Instructions, respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 



The applicant has. after having received the international search report, one opportunity to amend the claims of the 
international application. It should however be emphasized that, since all parts of the international application (claims, 
description and drawings) may be amended during the international preliminary examination procedure, there is usually 
no need to file amendments of the claims under Article 19 except where, e.g. the applicant wants the latter to be published 
for the purposes of provisional protection or has another reason for amending the claims before international publication. 
Furthermore, it should be emphasized that provisional protection is available in some States only. 

What parts of the international application may be amended ? 

Under Article 19, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before 
the International Preliminary Examining Authority. The description and drawings may only be amended 
under Article 34 before the International Preliminary Examining Authority. 

Upon entry into the national phase, ail parts of the international application may be amended under Article 28 
or, where applicable, Article 41. 



When ? Within 2 months from the date of transmittal of the international search report or 16 months from the priority 
date, whichever time limit expires later. It should be noted, however, that the amendments will be considered 
as having been received on time if they are received by the International Bureau after the expiration of the 
applicable time limit but before the completion of the technical preparations for international publication 
(Rule 46.1). 



Where not to file the amendments ? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
International Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been/is filed, see below. 



Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of 
one or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

Ail the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required, in all cases where claims are renumbered, they must 
be renumbered consecutively (Administrative Instructions, Section 205(b)). 

The amendments must be made in the language in which the international application is to be published. 



What documents must/may accompany the amendments ? 
Letter (Section 205(b)): 

The amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 19(1)" (see below, under "Statement under Article 19(1)"). 
The letter must be in English or French, at the choice of the applicant. However, if the language of the 
international application is English, the letter must be in English; if the language of the international 
application is French, the letter must be in French. 



Notes to Form PCT/ISA/220 (first sheet) (July 1998; reprint April 2002} 



NOTES TO FORM PCT/1SA/220 (continued) 



The letter must indicate the differences between the claims as filed and the claims as amended, it must, in 
particular, indicate, in connection with each claim appearing in the international application (it being understood 
that identical indications concerning several claims may be grouped), whether 

(i) the claim is unchanged; 

(ii) the claim is cancelled; 

(iii) the claim is new; 

(iv) the claim replaces one or more claims as filed; 

(v) the claim is the result of the division of a claim as filed. 

The following examples illustrate the manner in which amendments must be explained in the accompanying 
letter: 

L [Where originally there were 48 claims and after amendment of some claims there are 51]: 
"Claims 1 to 29, 3 1, 32, 34, 35, 37 to 48 replaced by amended claims bearing the same numbers; 
claims 30, 33 and 36 unchanged; new claims 49 to 51 added. 11 

2. [Where originally there were 15 claims and after amendment of all claims there are 11]: 
"Claims 1 to 15 replaced by amended claims 1 to 1 1 

3. [Where originally there were 14 claims and the amendments consist in cancelling some claims and in 
adding new claims): 

"Claims 1 to 6 and 14 unchanged; claims 7 to 13 cancelled; new claims 15, 16 and 17 added." or 
"Claims 7 to 13 cancelled; new claims 15, 16 and 17 added; all other claims unchanged. 11 

4. [Where various kinds of amendments are made]; 

"Claims 1 - 10 unchanged; claims 11 to 13, 18 and 19 cancelled; claims 14, 15 and 16 replaced by amended 
claim 14; claim 17 subdivided into amended claims 15, 16 and 17; new claims 20 and 21 added." 

"Statement under Article 19(1)" (Rule 46.4) 

The amendments may be accompanied by a statement explaining the amendments and indicating any impact 
that such amendments might have on the description and the drawings (which cannot be amended under 
Article 19(1)). 

The statement will be published with the international application and the amended claims. 
It must be in the language in which the international application is to be published. 

It must be brief, not exceeding 500 words if in English or if translated into English. 

It should not be confused with and does not replace the letter indicating the differences between the claims 
as filed and as amended. It must be filed on a separate sheet and must be identified as such by a heading, 
preferably by using the words "Statement under Article 19(1)," 

It may not contain any disparaging comments on the international search report or the relevance of citations 
contained in that report. Reference to citations, relevant to a given claim, contained in the international search 
report may be made only in connection with an amendment of that claim. 



Consequence if a demand for international preliminary examination has already been filed 

If, at the time of filing any amendments and any accompanying statement, under Article 19, a demand for 
international preliminary examination has already been submitted, the applicant must preferably, at the time of 
filing the amendments (and any statement) with the International Bureau, also file with the International 
Preliminary Examining Authority a copy of such amendments (and of any statement) and, where required, a 
translation of such amendments for the procedure before that Authority (see Rules 55.3(a) and 62.2, first 
sentence). For further information, see the Notes to the demand form (PCT/IPEA/401 ). 



Consequence with regard to translation of the international application for entry into the national phase 

The applicant's attention is drawn to the fact that, upon entry into the national phase, a translation of the 
claims as amended under Article 19 may have to be furnished to the designated/elected Offices, instead of, or 
in addition to, the translation of the claims as filed. 

For further details on the requirements of each designated/elected Office, see the PCT Applicant's Guide, 
Volume II. 
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ATENT COOPERATION TREA" 



From the 

INTERNATIONAL PRELIMINARY EXAMINING AUTHORITY 



To: 

JANE E. REMILLARD 
LAHIVE Sc COCKFIELD, LLP 
28 STATE STREET 
BOSTON, MA 021(1^%^%^% 



^^^^^^^^^^^ 



PCT 



WRITTEN OPINION 



(PCT Rule 66) 



Date of Mailing 
{day /month/year) 



17 AUG 2004 



Applicant's or agent's file reference 
MXM66CPPC 



REPLY DUE 

( 



International application No. 
PCT/US02/36036 



International filing date (day /month/year) 
07 November 2002 (07.1L20Q2) 



within 2 months/days from 
the above date ot mailing 



^im^^^^idayiff^orah/year) 
07 November 2001 (07. 1 1,2001) 



International Patent Classification (IPC) or both national classification and IPC 

IPC(7): C12P 21/08; C07K 16/00; A61K 39/00, 39/385 and US Ch: 530/387.3, 388.7; 424/192.1, 193,1 
Applicant 

MEDAREX, INC. 



1 . This written opinion is the first (first, etc,) drawn by this International Preliirnriary Exarnining Authority. 

2. This opinion contains indications relating to the following items: 

I 

II 
III 



Basis of the opinion 
I | Priority 



□ 



Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



IV □ Lack of unity of invention 

v r^ 1 



SJ Reasoned statement under Ride 66,2 (a)(ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

VI □ Certain documents cited 

VII □ Certain defects in the international application 
VIII □ Certain observations on the international application 



4. 



The applicant is hereby invited to reply to this opinion. 

When? See the time limit indicated above. The applicant may, before the expiration of that time limit, reque st 

thi s Authori ty to g r a nt an extension. See rule 66.2(d). 

By submitting a written reply, accompanied, where appropriate, by amendments, according to Rule 66.3. 
For the form and the language of the amendments, see Rules 66.8 and 66,9, 

For an additional opportunity to submit amendments, see Rule 66.4. 

For the examiner's obligation to consider amendments and/or arguments, see Rule 66.4 bis. 
For an informal communication with the examiner, see Rule 66.6 

If no reply is filed, the international preliminary examination report will be established on the basis of this opinion. 

The final date by which the international prelirninary 

exarnination report must be established according to Rule 69.2 is: 07 March 2004 (07.03 .2004) . 



How? 



Also 



Name and mailing address of the IPEA/US 
Mail Stop PCT, Attn: IPEA/US 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 22313-1450 
Facsimile No. (703) 305-3230 



Amhorize 



Telephone No. 571-272-1600 ^j^P 




Form PCT/IPEA/408 (cover sheet)(July 1998) 



i. n "E 41 COCKFIELB 
n^rtftzrr DEPT. 



WRITTEN OPINION 



Internatior plication No. 
PCT/US02/36036 



I. Basis of the opinion 



1 . With regard to the elements of the international application: * 

XI the international application as originally filed 

X the description: 

pages 1-71 , as originally riled 

pages NONE , riled with the demand 

pages NONE , riled with the letter of 



y\ the claims: 

pages 72 and 73 t as originally riled 

pages NONE , as amended (together with any statement) under Article 19 

pages NONE , riled with the demand 

pages NONE filed with the letter of 



the drawings: 

pages 1-16 _^ as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of _ 



/<] the sequence listing part of the description: 

pages 1-12 t as originally filed 

pages NONE , filed with the demand 

pages NONE , filed with the letter of • 

2. With regard to the language, all the elements marked above were available or furnished to this Authority in the 
language in which the international application was filed, unless otherwise indicated under this item. 

These elements were available or furnished to this Authority in the following language which is: 

| | the language of a translation furnished for the purposes of international search (under Rule23.1(b)). 
| | the language of publication of the international application (under Rule 48 .3(b)) . 

P*] the language of the translation furnished for the purposes of international preliminary examination(under Rules 
55.2 and/or 55.3). 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, the written 
opinion was drawn on the basis of the sequence listing: 

[X] contained in the international application in printed form. 

[X] filed together with the international application in computer readable form. 

[ | furnished subsequently to this Authority in written form, 

[ | furnished subsequently to this Authority in computer readable form. 

f~~~] The statement that the subsequently furnished written sequence listing does not go beyond the disclosure in the 

international application as filed has been furnished. 
| | The statement that the information recorded in computer readable form is identical to the written sequence listing 

has been furnished. 

4. The amendments have resulted in the cancellation of: 

| 1 the description, pages NONE 

| | the claims, Nos. NONE 



| 1 the drawings , sheets/4*g NONE _ 



5 1 This opinion has been drawn as if (some of) Che amendments had not been made, since they have been considered to go 

beyond the disclosure as filed, as indicated in the Supplemental Box (Rule 70.2(c)). 
* Replacement sheets which have been furnished to the receiving Office in response to an invitation under Article 14 are referred to in 
this opinion as " 'originally filed. " 
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WRITTEN OPINION 



International application No. 
PCT/US02/36036 



V. Reasoned statement under Rule 66.2(a) (ii) with regard to novelty, inventive step or industrial applicability; 
citations and explanations supporting such statement 

1. STATEMENT 



Novelty (N) Claims M7 YES 

Claims NONE NO 

Inventive Step (IS) Claims NONE YES 

Claims 1-17 NO 

Industrial Applicability (IA) Claims JM7 YES 

Claims NONE NO 



2. CITATIONS AND EXPLANATIONS 

Claims 1-17 lack an inventive step under PCT Article 33(3) as being obvious over Wallace et al. Wallace at al. teaches a 
molecular conjugate that binds a dendritic cell (DC) through an FcgammaRI region also comprising a prostate associated antigen (see 
particularly Figure 1) . It would be obvious to use the molecular conjugate of the reference for its intended use, i.e. , immu nising a 
subject for tumor specific immunotherapy (see particularly page 190, Discussion). Note that the use of anti-tumor molecular 
conjugates would be obvious for immunotherapy against any well-known tumor antigens including GplOO, Pmel-17 and PS MA. 

Claims 1-17 meet the criteria set out in PCT Article 33(4), and thus establishes industrial applicability because the subject 
matter claimed can be made or used in industry . 



NEW CITATIONS - 
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WRITTEN OPINION 



Inter naL A application No, 
PCT/US02/36036 



Supplemental Box 

(To be used when the space in any of the preceding boxes is not sufficient) 



TIME LIMIT: 

The time limit set for response to a Written Opinion may not be extended. 37 CFR 1 .484(d). Any response received after the 
expiration of the time limit set in the Written Opinion will not be considered in preparing the International Preliminary Examination 
Report. 



Form PCT/IPEA/408 (Supplemental Box) (July 1998) 



